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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 

□ 



_ sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of completion of this report 

10 August 2001 (10.08.2001) 
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Basis of the report 



With regard to the elements of the international application:* 
the international application as originally filed 

| | the description: 

pages 

pages . 

pages ^ 



. as originally filed 
. filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

_ , filed with the demand 



, filed with the letter of 



2 With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language w ™ cn 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

| | contained in the international application in written form. 

| | Hied together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

[ | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

4. The amendments have resulted in the cancellation of: 

I I the description, pages 

I | the claims, Nos. 

I | the drawings, sheets/fig . 



□ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 17). 

* Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 . Statement 








Novelty (N) 




Claims 


1-6 YES 






Claims 


NO 


Inventive step (IS) 


Claims 


YES 






Claims 


1-6 NO 


Industrial applicability (IA) Claims 


1 ■ 6 YES 






Claims 


NO 


2. Citations and explanations 




Document 


1: 


R. T. Currin et al., "Protection by Carolina 






rinse solution, acidotic pH 


and glycine 






against lethal reperfusion 


injury to 






sinusoidal endothelial cells of rat livers 






stored for transplantation" 


, Transplanation, 






1996, Vol. 62, No. 11, pp. 


1549-1558 


Document 


2: 


T. Oida et al., "The effect 


of N-monomethyl- 






L-arginine (L-NMMA) on orthotopic liver 






transplantation in rats", Nichidai Igaku 






Zasshi, 1995, Vol. 54, No. 


12, pp. 745-50 


Document 


3: 


JP, 06-502178, A (Fujisawa 


Pharmaceutical 






Co., Ltd.), 10 March 1994 (10.03.94) & WO, 






92/12154, Al 




Document 


4: 


EP, 531901, A2 (Fujisawa Pharmaceutical Co., 






Ltd.), 17 March 1993 (17.03 


.93) & EP, 531901, 






A3 & US, 5356897, A & CA, 2077732, Al & CN, 






1070404, A & HU, 65204, A & 


JP, 06-287188, A 






& JP, 07-0888386, B2 & US, 


5478827, A & JP, 






07-252256, A & US, 5624931, 


A 


Document 


5: 


US, 5670503, A (Fujisawa Pharmaceutical Co., 
Ltd.), 23 September 1997 (23.09.97) & CN, 






1120840, A & JP, 08-507056, 


A & EP, 686156, 






Al & WO, 94/19350, Al & IL, 


108562, A & CA, 






2156919, Al & AU, 681625, B 


& HU, 70832, A 
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[1] Claims 1 and 2 do not involve an inventive step in 
the light of Document 1 cited in the international search 
report . 

Document 1 discloses the organ preserving effect of 
CRS (Carolina rinse solution) and given the disclosure 
that a depression of TNF-ct was observed with CRS, Document 
1 suggests that CRS, with its suppressing effect on oc-TNF 
production, is effective as an organ preserving agent (see 
especially page 1556, Table 6) . Therefore, a person 
skilled in the art could easily conceive of adopting said 
constitutional feature . 

[2] Claims 1 and 2 do not involve an inventive step in 
the light of Document 2 cited in the international search 
report . 

Document 2 indicates that an enzyme induced by TNF-a 
causes NO production and interferes with organ 
preservation. Document 2 also discloses an organ 
preserving effect of NMMA (N-monomethyl-L-arginine) , and 
given the mention that a depression of TNF-a was observed 
after administering NMMA, suggests that NMMA, with its 
suppressing effect on production a-TNF, is effective as an 
organ preserving agent (see especially pages 748-749) . 
Therefore, a person skilled in the art could easily 
conceive of adopting said constitutional feature. 

[3] Claim 3 does not involve an inventive step in the 
light of Documents 1 and 2 and Document 3 cited in the 
international search report. 
See [1] and [2] above. 

Document 3 discloses imidazotriazine derivatives 
represented by the formula set forth in Claim 3, as 
inhibitors of TNF production (see page 5, upper left 
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column, line 3 to upper right column, line 7) . 



Since it is known that TNF-ct interferes with organ 
preservation, a person skilled in the art could easily 
conceive of using an aforementioned imidazotriazine 
derivative as an organ-preserving agent. 

[4] Claim 4 does not involve an inventive step in the 
light of Documents 1 and 2 and Document 4 cited in the 
international search report. 
See [1] and [2] above. 

Document 4 discloses pyrazole derivatives 
represented by the formula given in Claim 4, as inhibitors 
of TNF production (see page 3, lines 1-53) . 

Since it is known that TNF-a interferes with organ 
preservation, a person skilled in the art could easily 
conceive of using an aforementioned pyrazole derivative as 
an organ-preserving agent. 

[5] Claims 5 and 6 do not involve an inventive step in 
the light of Documents 1 and 2 and Document 5 cited in the 
international search report. 
See [1] and [2] above. 

Document 5 discloses pyrazotriazine derivatives 
represented by the formulae presented in Claims 5 and 6, 
as inhibitors of TNF production (see especially column 1, 
line 10 to column 2, line 11) . 

Since it is known that TNF-a interferes with organ 
preservation, a person skilled in the art could easily 
conceive of using an aforementioned pyrazotriazine 
derivative as an organ-preserving agent. 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 



The only "MAPK inhibitor' 1 , "interleukin-l-production 
inhibitor" or "tumour necrosis factor-production 
inhibitor" which is fully supported by the description as 
an organ-preserving agent is "7- ( 4-f luorophenyl ) -2-phenyl- 
glyoxyloyl-8- (pydidine-4-yl) -1,2, 3, 4-tetrahydropyrazolo- 
[5, 1-C] [1,2, 4] triazine", which is extremely restricted. 
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